Supplementary Figure S7. Forest plot: Subgroup analysis, factors related to antipsychotic use

and dose reduction strategy

A. Antipsychotics: type

1. Relapse/Hospitalization
1.1 Relapse (primary outcome)

Dose reduction Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% CI
1.1.1 FGA
Cookson 1987 3 ] 1 9 46% 3.00[0.38, 23.68]
Hogarty 1988 ] ar 6 33 14.8% 1.34 0,53, 3.36] B
Inderhitzin 1994 5 20 4 17 11.5% 1.06[0.34, 3.34] e —
Johnson 1987 ] 28 3 31 10.8% 3.3201.00,11.08] |
Kane 1983 26 62 3 64 11.5% 8.95[2.85, 25.05] e —
Mewcomer 1992 3 14 0 10 2.6% 5.131[0.29, 89.57]
Yolavka 2000 1 1" 1 12 3.0% 1.09[0.08,15.41]
Subtotal (95% CI) 181 176  58.9% 2.48[1.21,5.07] i
Total events 56 15
Heterogeneity: Tau®= 036, Chi*F=1023, df=6{P=012), F=41%
Testfor overall effect £=2.49 (F=0.01)
1.1.2 SGA
Rouillan 2008 4 49 3 48 8.3% 1.31[0.31,5.53] S
Takeuchi 2013 1 el 1 0 8% 0.97 [0.08,14.78]
Wang 2010 149 120 10 129 18.9% 2.04 099, 4.21] e
Zhou 2018 4 v [ 38 11.0% 0.68[0.21,2.23] e e
Subtotal (95% CI) 237 245 M.1% 1.45[0.83, 2.54] B
Tatal events 28 20
Heterogeneity: Tau?=0.00; Chi*= 251, df= 3 (P=0.47); F=0%
Testfor overall effect Z=1.32(P=015)
Total (95% Cl) 418 421 100.0% 1.90 [1.18, 3.07] -
Total events a4 a8
Heterogeneity: Tau?= 0.18; Chi*=14.22, df=10 (P = 0.16); F= 30% I t t |
Testfor overall effect Z=2.62 (P = 0.005) 0.01 - 0.1 " - : 10 100
A - Favours dose reduction Favours maintenance
Testfar subgroup differences: Chi*=1.33, df=1 (P =0.25), F= 25.0%
1.2 Hospitalization
Dose reduction Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI| M-H, Random, 95% CI
1.2.1 FGA
Inderhitzin 1994 3 20 4 17 35.9% 0.64 017, 2.46] e E—
Kane 1983 7 62 0 64 156% 15.48[090, 265.33] *
Subtotal (95% CI) 82 81  51.5% 2.57 [0.08, 83.24] e —
Total events 10 4
Heterogeneity, Tau®=5.12; Chi*=4 497 df=1(P=0.03), F=80%
Testfor overall effect Z=0.53 (P =0.60)
1.2.2 SGA
Rouillan 2008 4 49 3 48 341% 1.31[0.31,5.53] I B E—
Takeuchi 2013 2 kil 0 30 14.4% 4.841[0.24,96.89]
Wang 2010 0 0 0 0 Mot estimahle
Zhou 2018 1] 1] 1] 1] Mot estimahble
Subtotal (95% CI) 80 78 48.5% 1.67 [0.46, 6.13] -*-—
Total events G 3
Heterogeneity: Tau®=0.00; Chi*=0.61, df=1 (P=043), F=0%
Testfor overall effect Z=0.77 (P =0.44)
Total (95% CI) 162 159 100.0% 1.79 [0.48, 6.65] —-*-—
Total events 16 7
Heterogeneity, Tau®=0.77, Chi*=543, df=3 (P=014); F=45% 'D.U1 D"I 1'D 100'

Testfor overall effect Z=0.87 (P =0.38)
Testfor subaroup differences: Chi*=0.05, df=1 (P =0.82), F= 0%

2. Study discontinuation

2.1 Study discontinuation due to all causes

Favours dose reduction Favours maintenance



Dose reduction

Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.1.1FGA

Hirschowitz 1997 1] g 1] 16 Mot estimable

Hogarty 1988 16 ar 14 33 24.0% 1.02[0.559,1.75] —
Inderhitzin 1994 1] 20 1] 17 Mot estimable

Mewcomer 1992 3 14 0 10 0.9% 5.13[0.28, 89.57]

Wolavka 2000 3 11 4 12 4.5% 0.82[0.23, 2.87] S
Subtotal (95% CI) a0 88 20.4% 1.03 [0.63, 1.69] ’

Total events 22 18

Heterogeneity: Tau®=0.00; Chi*=1.41,df= 2 (P=0.49); F=0%

Testfor overall effect Z=013 (P =0.85)

2.1.2 SGA

Raouillon 2008 3 49 4 48 34%
Takeuchi 2013 2 3 5 30 28%
Wang 2010 44 120 41 129 59.3%
Zhou 2018 4 37 [ 3B A1%
Subtotal {95% CI) 237 245 T70.6%
Tatal events 53 1]

Heterogeneity Tau®=0.00; Chi*= 265, df= 3 (P=0.45); F=0%
Testfor overall effect Z=0.24 (P=0.81)

073 [017,3.11]
0.39[0.08,1.84]
1.16[0.82,1.63]
068 [0.21,2.23]
1.04 [0.76, 1.43]

Total (95% Cl) 327 333 100.0% 1.04 [0.80, 1.35] . 2
Total events 78 74
Heterogeneity: Tau®= 0.00; Chi*= 3.94, df= 6 (P = 0.68); = 0% f t f {
Testforgovergll effect 2= DI.ET P= D.Té) ‘ g 0.01 0.1 " : 10 100
i _ Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi®=0.00, df=1 (P =098, F= 0%
2.2 Study discontinuation due to inefficacy
Dose reduction Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
2.21 FGA
Hirschowitz 1997 0 i 0 16 Mot estimahle
Hogarty 1988 ] ar 6 33 26.0% 1.34 0,53, 3.36] —
Hogarty 1995 2 28 3 29 T.A% 063012, 3.83] ]
Inderhitzin 15894 1] 20 1] 17 Mot estimahble
Mewcomer 1992 3 14 0 1M 27% 5.131[0.29, 89.57]
Yolavka 2000 1 11 1 12 31% 1.09[0.08,15.41]
Subtotal (95% CI) 118 117 39.3% 1.27 [0.60, 2.69] .
Total events 15 10
Heterageneity: Tau®= 0.00; Chi*=1.45, df= 3 (P =069, F=0%
Testfor overall effect Z=063 (P =0.453)
2.2.2 SGA
Rouillon 2008 1] 44 1] 48 Mot estimahle
Takeuchi 2013 1 kil 1 a0 3.0% 0.97 [0.06, 14.78]
Wang 2010 19 120 10 129 42.0% 2.04[0.99 4.21] —
Zhou 2018 4 ar 6 38 158% 0.68[0.21,2.23] e
Subtotal (95% CI) 237 245  60.7% 1.37 [0.65, 2.91] -l
Total events 24 17
Heterogeneity: Tau?=010; Chi*= 249, df= 2 (P=0.29); P= 20%
Testfor overall effect Z=083 (P =041}
Total (95% Cl) 355 362 100.0% 1.40[0.87,2.23] e
Total events 39 27
Heterogeneity: Tau®=0.00; Chi*=4.03, df= 6 (P=0.67), F=0% 'D.D1 D!'I 1'D 1DD'

Testfor overall effect Z=1.39 (P =016}
Testfor subaroup differences: Chi*=0.02, df=1 (P =0.89), F= 0%

2.3 Study discontinuation due to intolerability

Favours dose reduction Favours maintenance



Dose reduction  Maintenance

Risk Ratio
H, Random, 95% CI

Risk Ratio
M-H, Random, 95% CI

Study or Subgroup Events Total Events Total Weight M-
2.3.1 FGA

Hirschowitz 1997 0 g 0 16

Hogarty 1995 0 28 0 28
Inderbitzin 1994 0 20 0 17

Subtotal (95% CI) 56 62

Total events 0 0

Heterogeneity: Mot applicable

Testfor overall effect: Mot applicahle

2.3.2 SGA

Rouillan 2008 2 LI} 1 48 13.8%
Takeuchi 2013 0 el 0 30

Wang 2010 8 120 8 129 86.2%
Zhou 2018 0 v 0 38
Subtotal (95% CI) 237 245 100.0%
Total events 10 g

Heterageneity: Tau®=0.00; Chi*=0.21, df=1 (P=0.64), F= 0%
Testfor overall effect Z=035{FP =0.73)

Mot estimable
Mot estimable
Mot estimable
Not estimable

1.96[0.18, 20.80]
Mot estimahble
1.07 [0.42,2.77]
Mat estimahle
1.17 [0.48, 2.82]

Total (95% Cl) 293 307 100.0% 1.17 [0.48, 2.82] "."
Total events 10 9
Heterogeneity: Tau®=0.00; Chi*=0.21, df=1 (P = 0.64), F= 0% t t t |
Testforgovergll effect 7= DI.35 F= D.TSI) ( g 0.0 01 . . 10 100
i ! Favours dose reduction Favours maintenance
Testfor subgroup differences: Mot applicable
3. Psychopathology
3.1 Total
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
311 FGA
Waolavka 2000 -6.1 8.2 11 -32 114 12 1458% -0.28[F1.10,0.54]
Subtotal (95% CI) 11 12 14.5% -0.28 [-1.10, 0.54]
Heterogeneity Mot applicable
Testfor averall effect 2= 067 (P =0.51)
3.1.2 SGA
Roauillon 2008 -5.4 10 45  -64 184 48 1T7% 0.07 [-0.33,0.47] e
Takeuchi 2013 -6.7 103 M -av 6.4 300 19.9% -0.11 FO.61, 0.39] I E—
Wang 2010 1.3 143 120 -1.2 1387 129 238% 018 [-0.07,0.43] T
Zhou 2018 -6.8 g kr 348 9.5 3| 201% -1.16 [-1.65, -0.67] —
Subtotal (95% CI) 237 245  B5.5% -0.24 [-0.78, 0.31] —ea
Heterogeneity: Tau®= 027, Chi®= 2314, df= 3 (P =0.0001), F= 87%
Testfor averall effect Z=0.84 (P = 0.40)
Total (95% CI) 248 257 100.0% -0.24 [-0.72, 0.24] -q—
Heterogeneity: Tau®= 0.23; Chi®= 23.38, df= 4 (P = 0.0001); F= 83% =_2 1 5 1 2I
Testfor averall eﬁec.t: Z=0.98 (p:. 033 Favours dose reduction Favours maintenance
Testfor subgroup differences: Chi®= 0.01, df=1{P=083), F=0%
3.2 Positive symptoms
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.2.1 FGA
Cookson 1987 3.3 1.9 9 133 208 9 B.6% 0.95[-0.04,1.93]
Wolavka 2000 -1.5 49 11 -1 24 12 89.8% -012 [-0.94, 0.70] — T
Subtotal (95% CI) 20 21 154% 0.38 [-0.67,1.42] —e N ——
Heterogeneity: Tau®= 0.36; Chi®= 2.66, df=1 (P=010); F=62%
Testfor averall effect Z=0.71 (P=0.48)
3.2.2 SGA
Rouillon 2008 -0.8 27 45  -089 a1 48 21.0% 0.02 [-0.37,0.42] s
Takeuchi 2013 -1 2 kil -4 28 30 16.8% 0.16 [-0.34, 0.67] I e —
Wang 2010 0.5 48 120 0 447 129 284% 0.11 [-0.14, 0.36] T
Zhou 2018 -1.4 38 ¥ -0z 22 3\ 18.3% -0.54 [1.01,-0.08] —
Subtotal (95% CI) 237 245  B4.6% -0.04 [-0.33, 0.25] -
Heterogeneity: Tau®=0.04; Chi®= 647, df= 3 (P =0.09); F=54%
Testfor averall effect Z=0.28(FP=0.78)
Total (95% CI) 257 266 100.0% 0.01 [-0.26, 0.29] ?
Heterogeneity: Tau®= 0.06; Chi*=10.01, df= 5 (P = 0.07); F= 50% I_2 1 5 1 2

Testfor averall effect Z=010(FP=0.892)
Testfor subgroup differences: Chi®= 0.7, df=1 (P = 0.45), F=0%

3.3 Negative symptoms

Favours dose reduction Favours maintenance



Dose reduction Maintenance

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.3.1 FGA
Wolavka 2000 -11 28 11 o1 149 12 13.4% -0.48 [1.31, 0.36] — [
Subtotal (95% CI) 11 12 13.4% -0.48 [-1.31, 0.36] —e R ———
Heterogeneity: ot applicable
Testfor averall effect Z=1.12 (P = 0.26)
3.3.2 SGA
Rouillon 2008 -2 36 45 19 56 48 21.9% -0.02 [-0.42,0.38] .
Takeuchi 2013 -3 ar kil -1.3 28 30 196% -0.51 [1.02, 0.00] —
Wang 2010 -0.5 38 120 1.3 419 128 248% 0.20 [-0.05, 0.45] T
Zhou 2018 -2.4 74 37 37 BB 38 20.3% -0.86 [1.34,-0.39] -
Subtotal (95% CI) 237 245  B6.6% -0.27 [-0.75, 0.21] el
Heterogeneity: Tau®= 0.20; Chi®=17.97, df=3 (P =0.0004); F=83%
Testfor averall effect Z=110(FP=0.27)
Total (95% CI) 248 257 100.0% -0.29 [-0.72,0.13] —eaiin-—
Heterogeneity: Tau?= 0.18; Chi®= 18.77, df= 4 (F = 0.0008}; F= 78% 1_2 1 5 1 21
Testfor overall eﬁec.t: Z£=1.35 (p:. 018 Favours dose reduction Favours maintenance
Testfor subgroup differences: Chi®= 018, df=1 (P = 0.67), F=0%

3.4 CGI-S

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
341 FGA
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
34.2 S5GA
Takeuchi 2013 -0.2 0y kil 0 06 0 32T% -0.30 [0.81, 0.20] I
Wang 2010 -0 11 120 -02 1.4 1289 6B7.3% 0.08 017, 0.33] -1
Subtotal (95% CI) 151 159 100.0% -0.05 [-0.40, 0.30]
Heterogeneity: Tau®=0.03; Chi*=1.76, df=1 (P=018); F= 43%
Testfor averall effect: 2= 0.26 (P = 0.80)
Total (95% CI) 151 159 100.0% -0.05 [-0.40, 0.30] -?
Heterogeneity: Tau®= 0.03; Chi*=1.76, df=1 {P=0.18); F= 43% 5_2 51 p 15 25
Testfor overall eﬁec.t: Z=026(FP= D'SD_) Favours dose reduction Favours maintenance
Testfor suboroup differences: Mot applicable

4. Adverse effects

4.1 SAS

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.1.1 FGA
Wolavka 2000 01 18 11 03 15 12 8% -0.23 [1.06, 0.59]
Subtotal (95% CI) 11 12 8.7% -0.23 [-1.06, 0.59]
Heterogeneity: Mot applicable
Testfar averall effect: 2= 0.56 (P = 0.58)
4.1.2 SGA
Rouillon 2008 -0.2 1.4 45 03 23 48 309% -0.26 [-0.66, 0.14] —
Wang 2010 -0 28 120 -03 1.7 128 604% 0.09[-0.15, 0.34]
Zhou 2018 1] 1] 1] 1] 1] 1] Mot estimahle
Subtotal (95% CI) 169 177 91.3% -0.05 [-0.39, 0.29]
Heterogeneity: Tau®=0.03; Chi*= 218, df=1 (P=014); F=54%
Testfor averall effect Z=0.27 (P=0.78)
Total (95% CI) 180 189 100.0% -0.04 [-0.29, 0.20] *
Heterogeneity: Tau®= 0.01; Chi®= 2.46, df= 2 (P = 0.29); F=19% 5_2 51 p 15 25

Testfor averall effect Z=035(FP=073)
Testfor subgroup differences: Chi®= 017, df=1 (P = 0.68), F= 0%

4.2 BARS

Favours dose reduction Favours maintenance



Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean 8D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.2.1FGA
Subtotal {95% CI) 0 0 Not estimable

Heterogeneity: Mot applicahle
Test for overall effect: Mot applicable

4.2.2 SGA
Rouillon 2008 002 1.2 49 -004 16 43 100.0% 0.04 [-0.36, 0.44] i
Subtotal {95% CI) 49 48 100.0% 0.04 [-0.36, 0.44]
Heterogeneity: Mot applicahle
Testfor overall effect Z2=0.21 (P = 0.84)
-’-

Total (95% CI) 49 48 100.0% 0.04 [-0.36, 0.44]
Heterogeneity: Mot applicable 5_2 51 p 15 25
Testforoverall efiect 2= 0.21 (P = 0.84) Favours dose reduction Favours maintenance

Testfor suboroup differences: Mot anplicable

4.3 AIMS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 8D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.3.1FGA
Subtotal {95% CI) 0 0 Not estimable

Heterogeneity: Mot applicahle
Test for overall effect: Mot applicable

4.3.2 SGA

Rouillon 2008 01 1.6 43 -04 1.7 48 100.0% 0.18 0.2, 0.58] —_t

Subtotal (95% Cl) 49 48 100.0% 0.18 [-0.22, 0.58]

Heterogeneity: Mot applicahle

Testfor overall effect Z2=0.89 (P = 0.38)

Total (95% CI) 49 48 100.0% 0.18 [-0.22, 0.58] "
Heterogeneity: Mot applicable 5_2 51 p 15 25
Testfor overall effec.t: Z=083(F= 0'38_) Favours dose reduction Favours maintenance
Testfor suboroup differences: Mot anplicable

4.4 DIEPSS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean 8D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl

441 FGA

Subtotal {95% CI) 0 0 Not estimable

Heterogeneity: Mot applicahle

Test for overall effect: Mot applicable

4.4.2 SGA

Takeuchi 2013 08 17 3 01 12 30 1000%  -0.67[1.19,-0.14] i

Subtotal (95% Cl) Ky | 30 100.0% -0.67 [-1.19, -0.15]

Heterogeneity: Mot applicahle

Testfor overall effect 2= 2.54 (P = 0.01)

Total (95% CI) Ky | 30 100.0% -0.67 [-1.19, -0.15] —i—

Heterogeneity: Mot applicable 5_2 51 ; 15 25
Testfor overall effec.t: Z=254(F= 0.01? Favours dose reduction Favours maintenance
Testfor suboroup differences: Mot anplicable

4.5 Body weight
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

4.5.1 FGA

Subtotal {95% Cl) 0 0 Not estimable

Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

4.5.2 SGA

Rouillon 2008 012 4.1 45 04 36 48 238% -0.07 [F0.47,0.33] .

Takeuchi 2013 -0.3 27 kil -06 31 30 15.0% 0.10[-0.40, 0.60] I —

Wang 2010 3.2 57 120 320075 128 B1.2% 0.00 [-0.25, 0.25] t

Subtotal (95% CI) 200 207 100.0% -0.00 [-0.20, 0.19]

Heterogeneity: Tau®= 0.00; Chi®=0.28, df= 2 (P= 0873, F=0%

Testfor overall effect: £=0.02 (P = 0.98)

Total (95% CI) 200 207 100.0% -0.00 [-0.20, 0.19] ?

Heterogeneity: Tau®= 0.00; Chi®= 028, df=2 (P=087), F=0% 5_2 51 b 1! 2!
Testfor overall effect 2= 0.02 (P=0.98) Favours dose reduction Favours maintenance

Test for subaroup diferences: Mot applicable



4.6 Neurocognition

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.6.1 FGA
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
4.6.2 SGA
Takeuchi 2013 7 7 kil -0 g 30 454% 0.93[0.40,1.46] ——
Zhou 2018 9.8 137 ar 36 1148 38 546% 0.49[0.03, 0.95] ——
Subtotal (95% CI) 68 68 100.0% 0.69 [0.25,1.12] —l—
Heterogeneity: Tau®=0.03; Chi*=1.52, df=1 (P=0.22); F=34%
Testfar overall effect 2= 312 (F=0.002)
Total (95% CI) 68 68 100.0% 0.69 [0.25,1.12] —l—
Heterogeneity: Tau®= 0.03; Chi*=1.52, df=1 {P=0.22); F= 34% 5_2 51 p 15
Testfor overall effect 2= 3.12 (P = 0.002) Favours maintenance Favours dose reduction

Testfor suboroup differences: Mot applicable

4.7 QOL
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.7.1 FGA
Subtotal (95% CI) 0 0 Not estimable

Heterogeneity: Mot applicahle
Testfor overall effect Mot applicahle

4.7.2 SGA

Rauillon 2008 101 167 49 7A 162 48 61.3% 0.16 [-0.24, 0.56] —i—

Takeuchi 2013 -0.008 0478 31 0.006 0122 300 3BT% -0.09 [-0.59, 0.41] I —

Subtotal (95% CI) 80 78 100.0% 0.06 [-0.25, 0.37] -~

Heterogeneity: Tau®= 0.00; Chi®= 0.57 df=1 (P=0.45);, F=0%

Testfor overall effect Z=0.38 (P =0.70)

Total (95% CI) 80 78 100.0% 0.06 [-0.25, 0.37] ?

Heterogeneity, Tau®= 0.00; Chi®= 0.57, df=1 (P = 0.45); F=0% 5_2 51 B 15 25
Testfor overall effect Z=0.38 (P =0.70) Favours maintenance Favours dose reduction

Testfor subaroup differences: Mot applicable

Abbreviations: AIMS, Abnormal Involuntary Movement Scale; BARS, Barnes Akathisia Rating Scale;
CGI-S, Clinical Global Impressions — Severity scale; DIEPSS, Drug-Induced Extrapyramidal
Symptoms Scale; FGAs, first-generation antipsychotics; QOL, quality of life; SAS, Simpson-Angus

Scale; SGAs, second-generation antipsychotics



B. Antipsychotic: formulation

1. Relapse/Hospitalization
1.1 Relapse (primary outcome)

Dose reduction Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.1.1 Oral
Mewcomer 1992 3 14 0 10 2.6% 5.131[0.29, 89.57]
Fouillan 2008 4 49 3 48 5.3% 1.31[0.31,5.53] S
Takeuchi 2013 1 kil 1 0 8% 0.97 [0.06, 14.78]
Yolavka 2000 1 1" 1 12 3.0% 1.09[0.08,15.41]
Wang 2010 149 120 10 129 18.9% 2.04[0.99, 4.21] e
Zhou 2018 4 ar 6 38/ 11.0% 0.68[0.21,2.23] — T
Subtotal (95% CI) 262 267  46.6% 1.50 [0.88, 2.56] <
Total events 32 21
Heterogeneity Tau®=0.00; Chi*=3.30, df= 5 (P=0.65), F= 0%
Testfor overall effect Z=149(P=014)
1.1.2 LAl
Cookson 1987 3 ] 1 9 46% 3.00[0.38, 23.68]
Hogarty 1988 ] 3v [ 33 14.48% 1.34[0.53, 3.36] I
Inderbitzin 1994 5 20 4 17 11.5% 1.06[0.34, 3.34] S a—
Johnson 1987 ] 28 3 31 10.8% 3.32[1.00,11.08] |
Kane 1883 26 62 3 64 11.5% 8.95[2.85, 25.05) —
Subtotal (95% CI) 156 154  53.4% 2.53[1.09, 5.90] -
Total events 52 17
Heterageneity: Tau®=0.52; Chi*= 960, df=4 (P=0.058), F= 58%
Testfor overall effect Z= 216 (P =0.03)
Total (95% Cl) 418 421 100.0% 1.90[1.18, 3.07] -
Total events g4 38
Heterogeneity: Tau®= 0.18; Chi*=14.22, df=10 (P = 0.16); F= 30% ID o DI,] 1=u 100’
Testfor overall effect: 7= 2.62 (P = 0.009) Favours dose reduction  Favours maintenance
Testfor subgroup differences: Chi*=1.09, df= 1 {P=0.31}, F= 4.8%
1.2 Hospitalization
Dose reduction  Maintenance Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
1.2.1 Oral
Fouillan 2008 4 49 3 48 341% 1.31[0.31,5.53] —
Takeuchi 2013 2 3 0 30 14.4% 4.84[0.24,96.89]
Subtotal (95% CI) 80 78 48.5% 1.67 [0.46, 6.13] —ea——
Total events 1 3
Heterogeneity: Tau®=0.00; Chi*=0.61, df=1 (P=0.43), F= 0%
Testfor overall effect Z=0.77 (P=0.44)
1.22 LAl
Inderhitzin 1994 3 20 4 17 35.9% 0.64 017, 2.46] — T
Kane 1983 7 62 0 64 156% 1548[0490, 265.33] +
Subtotal (95% CI) 82 81  51.5% 2.57 [0.08, 83.24] e ——
Tatal events 10 4
Heterogeneity: Tau?=512; Chi*=4 97 df=1 (P=0.03); P=80%
Testfor overall effect Z=053 (P=0.60)
Total (95% Cl) 162 159 100.0% 1.79 [0.48, 6.65] e
Total events 16 7

e 2 — - 2= - — R = ! 1 } |
Heterogeneity, Tau®=0.77; Chi*=543, df=3 (P=014); P= 45% '0.01 D"I 1'EI 100'

Testfor overall effect Z= 087 (P=0.38)
Testfor subaroup differences: Chi*=0.05, df=1 (P=0.82), F= 0%

2. Study discontinuation

2.1 Study discontinuation due to all causes

Favours dose reduction Favours maintenance



Dose reduction Maintenance
Study or Subgroup Events Total Events Total Weight

Risk Ratio

M-H, Random, 95% Cl

Risk Ratio
M-H, Random, 95% CI

2.1.1 Oral

Hirschowitz 1997 0 g 0 16
Mewcomer 1992 3 14 1] 10 0.9%
Rouillon 2008 3 45 4 48 4%
Takeuchi 2013 2 kil g a0 2.9%
Wolavka 2000 3 11 4 12 4.5%
Wang 2010 44 120 41 129 59.3%
Zhou 2018 4 v 4 |/ 1%
Subtotal (95% CI) 270 283 T6.0%
Total events 54 60

Heterogeneity: Tau®= 0.00; Chi*= 3.94, df= 5 (P=0.56), F= 0%
Testfor overall effect Z=028(P=0.78)

21.2LA

Hogarty 1988 16 37 14 33 24.0%
Inderbitzin 1994 0 20 0 17
Subtotal {95% CI) 57 50 24.0%
Tatal events 16 14

Heterageneity: Mot applicable
Testfor overall effect: Z=0.07 (P =0.94)

Total (95% Cl) 327 333 100.0%
Total events 78 74

Heterageneity: Tau®= 0.00; Chi*= 3.94 df=6 (P =068}, F=0%
Testfor overall effect Z=027 (P =0.78)

Testfar subgroup differences: Chi*=0.01, df=1 (P =0.94), F= 0%

2.2 Study discontinuation due to inefficacy

Dose reduction  Maintenance

Mot estimable
5.13[0.29, 89.57]
073017, 3.11]
0.39[0.08,1.84]
0.82[0.23, 2.87]
1.18[0.82,1.63]
0.68[0.21,2.23]
1.04 [0.77,1.42]

1.02[0.59,1.74]
Mot estimahble
1.02 [0.59, 1.75]

1.04 [0.80, 1.35]

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl

E

L 2

A
Favours dose reduction Favours maintenance

Risk Ratio
M-H, Random, 95% CI

2.2.1 Oral

Hirschowitz 1997 0 8 0 16

Hogarty 1988 ] 3v [ 33 20.6%
Mewecamer 1892 3 14 1] 10 21%
Rouillon 2008 0 49 0 43
Takeuchi 2013 1 31 1 30 24%
Yolavka 2000 1 11 1 12 2.5%
Wang 2010 19 120 10 128 33.3%
Zhow 2018 4 ar B | 12.5%
Subtotal (95% CI) 307 316 73.4%
Total events ar 24

Heterageneity: Tau®= 0.00; Chi®= 333, df= 5 (P=0.65), F= 0%
Testfor overall effect Z=157 (P =012)

222LA

Hogarty 1988 ] 37 [ 33 20.6%
Hogarty 1995 2 28 3 29 6.0%
Inderbitzin 1994 0 20 0 17
Subtotal (95% CI) 85 79 26.6%
Total events i 9

Heterageneity: Tau®= 0.00; Chi*=0.45 df=1 (P=0.450), F= 0%
Testfor overall effect Z=035{FP =0.73)

Total (95% Cl) 392 395 100.0%
Total events 48 33

Heterogeneity: Tau®=0.00; Chi*=4.03, df=7 (P=0.78);, F=0%
Testfor overall effect Z=1.52(P=013)

Testfor subgroup differences: Chi®= 0.26, df=1 (P = 0.61}, F= 0%

2.3 Study discontinuation due to intolerability

Mat estimahle
1.34[0.53, 3.36]
5.131[0.29, 89.57]
Mot estimahle
0.97 [0.06,14.78]
1.09[0.08,15.41]
2.04[0.99,4.21]
0.68[0.21,2.23]
1.48[0.91, 2.41]

1.34 [0.53, 3.36]
0.69[0.12, 3.83]

Mot estimable
1.15[0.51, 2.59]

1.38[0.91, 2.10]

|
0\+

>

A
Favours dose reduction Favours maintenance



Dose reduction  Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.3.1 Oral

Hirschowitz 1997 1] g 1] 16 Mot estimable

Rouillon 2008 2 45 1 48 13.8% 1.96 [0.18, 20.90]

Takeuchi 2013 1] H 1] 30 Mot estimable

Wang 2010 g 120 g 129  86.2% 1.07 [0.42, 2.77]

Zhou 2018 0 ar 0 a8 Mot estimahle

Subtotal (95% CI) 245 261 100.0% 1.17 [0.48, 2.82]

Total events 10 9

Heterogeneity: Tau®=0.00; Chi*=0.21, df=1 (P=0.64);, F= 0%
Testfor overall effect Z=035(F=0.73)

232LA
Hogarty 1995 0 28 0 28 Mot estimahle
Inderhitzin 15994 1] 20 1] 17 Mat estimahle
Subtotal (95% CI) 48 46 Mot estimable
Total events a a
Heterageneity: Mot applicable
Test for overall effect: Mot applicahle
Total (95% Cl) 293 307 100.0% 1.17 [0.48, 2.82] "."
Total events 10 9
Heterogeneity: Tau®= 0.00; Chi*=0.21, df= 1 (P = 0.64); F= 0% ID o1 051 150 1DD=
Testfor overall efiect Z=10.35 (P =10.73) Favours dose reduction  Favours maintenance
Testfor subgroup differences: Mot applicable
3. Psychopathology
3.1 Total
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.1.1 Oral
Roauillon 2008 -5.4 10 45  -64 184 48 1T7% 0.07 [-0.33,0.47] e
Takeuchi 2013 -6.7 103 M -av 6.4 300 19.9% -0.11 FO.61, 0.39] I E—
Wolavka 2000 -6.1 8.2 11 =32 114 12 14.5% -0.28 [1.10, 0.54] e R
Wang 2010 1.3 143 120 -1.2 1387 129 238% 018 [-0.07,0.43] T
Zhou 2018 -6.8 g kr 348 9.5 3| 201% -1.16 [-1.65, -0.67] —
Subtotal (95% CI) 248 257 100.0% -0.24 [-0.72, 0.24] —eall——
Heterogeneity: Tau®=0.23; Chi®= 23.39, df= 4 (F=0.0001); F= 83%
Testfor overall effect Z=0.98 (P=0.33)
3t2Lal
Subtotal {(95% CI) 0 0 Not estimable
Heterageneity: Mot applicable
Test for overall effect: Mot applicable
Total (95% CI) 248 257 100.0% -0.24 [-0.72, 0.24] -q—
Heterogeneity: Tau®= 0.23; Chi®= 23.38, df= 4 (P = 0.0001); F= 83% =_2 1 5 1 2I
Testfor averall eﬁec.t: Z=098(P= 0'33_) Favours dose reduction Favours maintenance
Testfor subaroup differences: Mot applicable
3.2 Positive symptoms
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.2.1 Oral
Rouillon 2008 -0.8 27 45  -089 a1 48 21.0% 0.02 [-0.37,0.42] S
Takeuchi 2013 -1 2 kil -4 28 30 16.8% 0.16 [-0.34, 0.67] I e —
Wolavka 2000 -1.5 49 11 -1 24 12 89.8% -012 [-0.94, 0.70] —
Wang 2010 0.5 48 120 0 447 129 284% 0.11 [-0.14, 0.36] T
Zhou 2018 -1.4 38 ¥ -0z 22 3\ 18.3% -0.54 [1.01,-0.08] —
Subtotal (95% CI) 248 257  93.4% -0.04 [-0.29, 0.21] -
Heterogeneity: Tau®=0.03; Chi®*= 6.55, df=4 (P =0.16); F= 39%
Testfor averall effect Z=033(FP=074)
3.2.2 LAl
Cookson 1987 3.3 1.9 9 133 208 9 B.6% 0.95[-0.04,1.93]
Subtotal (95% CI) 9 9 6.6% 0.95 [-0.04, 1.93] | —
Heterogeneity: Mot applicable
Testfor averall effect: 2= 1.88 (P = 0.08)
Total (95% CI) 257 266 100.0% 0.01 [-0.26, 0.29] ?
Heterogeneity: Tau®= 0.06; Chi*=10.01, df= 5 (P = 0.07); F= 50% I_2 1 5 1 2’

Testfor averall effect Z=010(FP=0.892)
Testfor subgroup differences: Chi*= 3.61, df=1 (P =0.06), F=72.3%

3.3 Negative symptoms

Favours dose reduction Favours maintenance



Dose reduction Maintenance

Std. Mean Difference

Std. Mean Difference

Testfor averall effect Z=1.20(FP=0.23)
Testfor suboroup differences: Mot applicable

4.2 BARS

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.3.1 Oral
Rouillon 2008 -2 36 45 19 56 48 21.9% -0.02 [-0.42,0.38] I E—
Takeuchi 2013 -3 ar kil -1.3 28 30 196% -0.51 [1.02, 0.00] —
Wolavka 2000 =11 29 11 o1 149 12 13.4% -0.48 [1.31, 0.36] e
Wang 2010 -0.5 38 120 1.3 419 128 248% 0.20 [-0.05, 0.45] T
Zhou 2018 -24 74 ar 37 BB 38 203% -0.86 [-1.34,-0.349] —
Subtotal (95% CI) 248 257 100.0% -0.29 [-0.72,0.13] —eaiin-—
Heterogeneity: Tau®= 018, Chi®=18.77, df= 4 (P = 0.0009); F=79%
Testfor averall effect Z=1.35(F=0.18)
3.3.2 LAl
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Total (95% CI) 248 257 100.0% -0.29 [-0.72,0.13] —eaiin-—
Heterogeneity: Tau®=0.18; Chi®=18.77 df=4 {P = 0.0009), F=79% 5_2 I1 b 1!
Testfor overall eﬁec.t: Z=135(P=01 8_) Favours dose reduction Favours maintenance
Testfor suboroup differences: Mot applicable

3.4 CGI-S

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.4.1 Oral
Takeuchi 2013 -0.2 0y kil 0 06 0 32T% -0.30 [0.81, 0.20]
Wang 2010 -0 11 120 -02 1.4 1289 6B7.3% 0.08 017, 0.33]
Subtotal (95% CI) 151 159 100.0% -0.05 [-0.40, 0.30]
Heterogeneity: Tau®=0.03; Chi*=1.76, df=1 (P=018); F= 43%
Testfor averall effect: 2= 0.26 (P = 0.80)
34.2 LAl
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Total (95% CI) 151 159 100.0% -0.05 [-0.40, 0.30]
Heterogeneity: Tau®= 0.03; Chi*=1.76, df=1 {P=0.18); F= 43% 5_2 51 p 15
Testfor overall eﬁec.t: Z=026(FP= D'SD_) Favours dose reduction Favours maintenance
Testfor suboroup differences: Mot applicable

4. Adverse effects

4.1 SAS

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.1.1 Oral
Rouillon 2008 -0.2 1.4 45 03 23 48 IT4% -0.26 [-0.66, 0.14] —
Wolavka 2000 -0 1.8 11 03 14 12 11.5% -0.23 [-1.06, 0.59] — ]
Wang 2010 -0 28 120 -03 1.7 128 3T1% 0.09[-0.15, 0.34] —
Zhou 2018 -1.4 348 ar 0z 21 38 240% -0.55 [-1.01,-0.09] e —
Subtotal (95% CI) 217 227 100.0% -0.20 [-0.52, 0.12] o
Heterogeneity: Tau®= 0.06; Chi®= 6.71, df= 3 (P = 0.08); F=55%
Testfor averall effect Z=1.20(FP=0.23)
4.1.2 LAl
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Total (95% CI) 217 227 100.0% -0.20 [-0.52, 0.12] o
Heterogeneity: Tau®= 0.06; Chi*= 6.71, df= 3 (P = 0.08); F= 55% 5_2 51 p 15

Favours dose reduction Favours maintenance



Dose reduction

Maintenance Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean 8D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.2.1 Oral
Rouillon 2008 0.0z 1.2 45 -004 16 48 100.0% 0.04 [-0.36, 0.44]
Subtotal (95% Cl) 49 48 100.0% 0.04 [-0.36, 0.44]
Heterogeneity: Mot applicahle
Testfor overall effect Z2=0.21 (P = 0.84)
4.2.2 LAl
Subtotal {95% CI) 0 0 Not estimable
Heterogeneity: Mot applicahle
Test for overall effect: Mot applicable
Total (95% CI) 49 48 100.0% 0.04 [-0.36, 0.44]
Heterogeneity: Mot applicable 5_2 51 p 15 25
Testfor overall effec.t: Z=021(F= 0'84_) Favours dose reduction Favours maintenance
Testfor suboroup differences: Mot anplicable
4.3 AIMS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 8D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.3.1 Oral
Rouillon 2008 -0 1.6 45  -04 17 48 100.0% 0.18[-0.22, 0.58]
Subtotal (95% Cl) 49 48 100.0% 0.18 [-0.22, 0.58]
Heterogeneity: Mot applicahle
Testfor overall effect: £=0.89 (P = 0.38)
4.3.2 LAl
Subtotal {95% CI) 0 0 Not estimable
Heterogeneity: Mot applicahle
Test for overall effect: Mot applicable
Total (95% CI) 49 48 100.0% 0.18 [-0.22, 0.58]
Heterogeneity: Mot applicable I_2 I1 p 1! 2!
Testfor overall effec.t: Z=083(F= 0'38_) Favours dose reduction Favours maintenance
Testfor suboroup differences: Mot anplicable
4.4 DIEPSS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 8D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.4.1 Oral
Takeuchi 2013 08 17 3 01 1.2 30 100.0%  -0.67[1.19,-0.15] i
Subtotal (95% Cl) Ky | 30 100.0% -0.67 [-1.19, -0.15]
Heterogeneity: Mot applicahle
Testfor overall effect 2= 2.54 (P = 0.01)
4.4.2 LAl
Subtotal {95% CI) 0 0 Not estimable
Heterogeneity: Mot applicahle
Test for overall effect: Mot applicable
Total (95% CI) Ky | 30 100.0% -0.67 [-1.19, -0.15] —i—
Heterogeneity: Mot applicable 5_2 51 ; 15 25
Testfor overall effec.t: Z=254(F= 0.01? Favours dose reduction Favours maintenance
Testfor suboroup differences: Mot anplicable
4.5 Body weight
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.5.1 Oral
Rouillon 2008 012 4.1 45 04 36 48 238% -0.07 [F0.47,0.33] .
Takeuchi 2013 -0.3 27 kil -06 31 30 15.0% 0.10[-0.40, 0.60] I —
Wang 2010 3.2 57 120 320075 128 B1.2% 0.00 [-0.25, 0.25] t
Subtotal (95% CI) 200 207 100.0% -0.00 [-0.20, 0.19]
Heterogeneity: Tau®= 0.00; Chi*= 028, df=2 (P=087), F=0%
Testfor averall effect Z=0.02 (P = 0.98)
452 LAl
Subtotal {95% Cl) 0 0 Not estimable
Heterogeneity: Mot applicable
Test for overall effect: Mot applicable
Total (95% CI) 200 207 100.0% -0.00 [-0.20, 0.19] *
Heterogeneity: Tau®= 0.00; Chi*=0.28, df=2 {(P= 0.87); F= 0% 5_2 51 p 15 25

Testfor averall effect Z=0.02 (P = 0.98)
Test for subaroup diferences: Mot applicable

Favours dose reduction Favours maintenance



4.6 Neurocognition

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.6.1 Oral
Takeuchi 2013 7T 3 -01 3 30 454% 0.931[0.40,1.46] —
Zhou 2018 98 137 37 36 115 38 546% 0.49[0.03, 0.95] ——
Subtotal (95% CI) 68 68 100.0% 0.69 [0.25,1.12] —l—

Heterogeneity: Tau®=0.03; Chi*=1.52, df=1 (P=0.22); F=34%
Testfar overall effect 2= 312 (F=0.002)

4.6.2 LAl

Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicable

Test for overall effect: Mot applicable

Total {95% Cl) 68 68 100.0% 0.69 [0.25,1.12] —~i—

Heterogeneity: Tau®= 0.03; Chi®=1.52, df=1{P=022), F=34% 5 I1 b 1!
Testfor averal eﬁec.t: z=312(F= U'DD.E) Favours maintenance Favours dose reduction
Testfor suboroup differences: Mot applicable

4.7 QOL
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.7.1 Oral
Rouillon 2008 101 167 49 748 162 48 61.3% 0.16 [-0.24, 0.56] —i—
Takeuchi 2013 -0.008 0478 31 0006 0122 30 38T% -0.09 [-0.59, 0.41] —
Subtotal (95% CI) 1] 78 100.0% 0.06 [-0.25, 0.37] i

Heterogeneity: Tau®= 0.00; Chi*= 057, df=1 (P= 0458}, F=0%
Testfor averall effect Z=0.38{P=0.70)

4.7.2 LAl

Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mot applicahle

Testfor overall effect Mot applicahle

Total (95% CI) 80 78 100.0% 0.06 [-0.25, 0.37] ?
Heterogeneity: Tau®= 0.00; Chi*= 0.57, df=1 (P = 0.45); F=0% 5_2 I1 b 1! 2!
Testfor overall effect Z=0.38 (F = 0.70) Favours maintenance Favours dose reduction

Testfor subaroup differences: Mot applicable

Abbreviations: AIMS, Abnormal Involuntary Movement Scale; BARS, Barnes Akathisia Rating Scale;
CGI-S, Clinical Global Impressions — Severity scale; DIEPSS, Drug-Induced Extrapyramidal
Symptoms Scale; LA, long-acting injectable; QOL, quality of life; SAS, Simpson-Angus Scale



C. Antipsychotics: mean dose before reduction

1. Relapse/Hospitalization

1.1 Relapse (primary outcome)

Dose reduction Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 Pre higher dose (CPZE >=430 maiday)
Cookson 1987 3 9 1 9 4.1% 3.00[0.38, 23.68]
Hogarty 1988 9 v G 33 20.8% 1.34 [0.53, 3.36] T
Inderhitzin 1994 g 20 4 17 13.4% 1.06 [0.34, 3.34] I —
Mewcomer 1992 3 14 a 1m0 23% 5.13[0.29,89.57]
Rouillon 2008 4 44 3 48 8.5% 1.31[0.31,5.53] I E—
Uchida 2006 1] 17 0 17 Mot estimable
Wolavka 2000 1 11 1 12 2.5% 1.09[0.08,15.41]
Zhou 2018 4 v G 3| 126% 0.68[0.21,2.23] I p—
Subtotal {95% CI) 194 184  64.1% 1.22 [0.72, 2.06] -
Total events 29 21
Heterogeneity: Tau®=0.00; Chi*= 275, df=6 (P=0.84); F=0%
Testfor averall effect Z=0.74 (P = 0.46)
1.1.2 Pre moderate dose (CPZE <430 mao/day)
Takeuchi 2013 1 3 1 a0 2.4% 0.97 [0.06,14.78]
Wang 2010 149 120 10 129 336% 2.04[0.99 4.21] |
Subtotal {95% CI) 151 159 35.9% 1.94 [0.97, 3.92] o
Total events 20 11
Heterogeneity: Tau®=0.00; Chi*=0.27 df=1 (P=060); F=0%
Testfar averall effect: Z2=1.86 (F = 0.06)
Total (95% CI) 345 343 100.0% 1.44 [0.95, 2.19] L
Total events 49 32
Heterageneity: Tau®= 0.00; Chi*= 4.12, df= 8 (P = 0.85); F= 0% f t 1
Testfar averall effect: Z=1.71 (P = 0.04) 0.01 0.1 " : 10

- . o Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*=1.10,df=1 (P=028), F=91%
1.2 Hospitalization

Dose reduction Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.2.1 Pre higher dose (CPZE >=430 mglday)
Inderhitzin 1994 3 20 4 17 481% 0.64 [0.17, 2.46] —
Rouillon 2008 4 44 3 48 421% 1.31[0.31,5.53] —
Subtotal (95% Cl) 69 65 90.2% 0.89 [0.33, 2.39] e
Total events 7 7
Heterogeneity: Tau®=0.00; Chi*=0.81, df=1 (P=0.48);, F=0%
Testfor overall effect Z=0.23 (F=0.82)
1.2.2 Pre moderate dose (CPZE <430 ma/day)
Takeuchi 2013 2 3 1] a0 9.8% 4.84 [0.24, 96.849]
Subtotal {95% CI) 31 30 9.8% 4.84[0.24, 96.89] e —
Total events 2 0
Heterogeneity: Mot applicable
Testfor averall effect: 2=1.03 (P = 0.30)
Total (95% CI) 100 95 100.0% 1.05 [0.41, 2.68] ——
Total events 9 7

TR R _ _ . \ \ :

Heterogeneity: Tau®=0.00; Chi*=1.66, df=2 (P=0.44), F=0% '0.01 Df1 1'0

Testfor overall effect Z=010(F=0.92)

Testfor subaroup differences: Chi*=1.11,df=1 (P=028), F=97%

2. Study discontinuation

2.1 Study discontinuation due to all causes

Favours dose reduction Favours maintenance



Dose reduction Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.1.1 Pre higher dose (CPZE >=430 maiday)

Hirschowitz 1997 1] g 0 16 Mot estimable

Hogarty 1988 16 ar 14 33 M.2% 1.02 [0.59,1.74] —
Inderhitzin 1994 1] 20 0 17 Mot estimable

MNewcomer 1892 3 14 a 10 0.8% 5.131[0.29,89.57]

Rouillon 2008 3 49 4 48 3.0% 073017, 3.11] ——
Uchida 2006 1] 17 0 17 Mot estimable

Yolavka 2000 3 11 4 12 40% 0.82[0.23,2.87] e E—
Yarmanouchi 2014 24 101 g 62 11.6% 1.84 [0.88, 3.84] T
Zhou 2018 4 ar G 38 45% 0.68[0.21,2.23] e
Subtotal (95% CI) 294 253  45.0% 1.12[0.78,1.63] -

Total events 53 36
Heterogeneity: Tau®=0.00; Chi*=4.28 df=5(P=051);, F=0%
Testfor averall effect Z=0.62 (F = 0.54)

2.1.2 Pre moderate dose (CPZE <430 mg/day)

Takeuchi 2013 2 ) b} . 26%
Wang 2010 44 120 4 129 52.4%
Subtotal (95% CI) 151 159 55.0%

Total events 46 46
Heterogeneity: Tau®= 027, Chi*=1.82, df=1 (FP=018), F= 45%
Testfor overall effect Z=0.27 (P =0.78)

Total (95% CI) 445 412 100.0%
Total events

Heterogeneity: Tau®=0.00; Chi*=6.01, df=7 (P =054}, F=0%

a9 a2

0.39[0.08,1.84]
1.15[0.82,1.63]
0.88 [0.34, 2.23]

1.11 [0.86, 1.42]

V'S

01 10

0.01 100
Testfor overall effec.t: Z=0.81 (p:. 0.42) Favours dose reduction Favours maintenance
Testfor subgroup differences: Chi*= 023, df=1 (P= 063, F=0%
2.2 Study discontinuation due to inefficacy
Dose reduction Maintenance Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.2.1 Pre higher dose (CPZE >=430 maiday)
Hirschowitz 1997 1] g 0 16 Mot estimable
Hogarty 1988 9 v G 33 24.3% 1.34 [0.53, 3.36] —
Hogarty 1995 2 28 3 29 T.0% 0.69[0.12, 3.83] E—
Inderhitzin 1994 1] 20 0 17 Mot estimable
Mewcamer 1992 3 14 1] 10 2.5% 513 [0.29, 89.47]
Rouillon 2008 1] 49 0 48 Mot estimable
Uchida 2006 1] 17 0 17 Mot estimable
Wolavka 2000 1 11 1 12 2.9% 1.09[0.08,15.41]
Yamanauchi 2014 3 1o 2 62 B.6% 0.92 [0.16, 5.36] —
Zhou 2018 4 ar G 38 147% 0.68[0.21,2.23] I
Subtotal {95% CI) 322 282 581% 1.05 [0.58, 1.90] -
Total events 22 18
Heterogeneity: Tau®= 0.00; Chi*= 222 df=5(F=082), F=0%
Testfor averall effect Z=0.15 (P = 0.88)
2.2.2 Pre moderate dose (CPZE <430 mg/day)
Takeuchi 2013 1 3 1 a0 2.8% 0.97 [0.06,14.78]
Wang 2010 149 120 10 129 39.2% 2.04[0.99 4.21] i
Subtotal {95% CI) 151 159 41.9% 1.94 [0.97, 3.92] o
Total events 20 11
Heterogeneity: Tau®=0.00; Chi*=0.27 df=1 (P=060); F=0%
Testfar averall effect: Z2=1.86 (F = 0.06)
Total (95% CI) 473 441 100.0% 1.36 [0.86, 2.14] -
Total events 42 29
Heterogeneity: Tau= 0.00; Chi*= 4.23, df=7 (P = 0.75); F= 0% ID o 051 150 1DD=

Testfor overall effect Z=1.32 (F=0.19)

Testfor subaroup differences: Chi*=1.74,df=1 (P=019), F=42.5%

2.3 Study discontinuation due to intolerability

Favours dose reduction Favours maintenance



Dose reduction Maintenance

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
2.3.1 Pre higher dose (CPZE >=430 magiday)

Hirschowitz 1997 1] g 0 16 Mot estimable

Hogarty 19495 1] 28 u] 24 Mot estimable

Inderhitzin 1994 1] 20 0 17 Mot estimable

Rouillon 2008 2 44 1 48 13.8% 1.96 [0.18, 20.90]

Uchida 2006 1] 17 0 17 Mot estimable

Yamanouchi 2014 1] 1m 0 62 Mot estimable

Zhou 2018 1] ar 0 a8 Mot estimahble

Subtotal (95% CI) 260 227 13.8% 1.96 [0.18, 20.90] ——e
Total events 2 1

Heterogeneity: Mot applicable

Testfor averall effect. 2= 0.56 (P = 0.58)

2.3.2 Pre moderate dose (CPZE <430 ma/day)

Takeuchi 2013 1] M 0 30 Mot estimable

Wang 2010 8 120 8 128 862% 1.07 [0.42,2.77] i
Subtotal {95% CI) 151 159 86.2% 1.07 [0.42, 2.77]

Total events 8 2

Heterogeneity: Mot applicable

Testfor averall effect Z=0.15 (P = 0.88)

Total (95% CI) 411 386 100.0% 1.17 [0.48, 2.82] i
Total events 10 9

Heterogeneity: Tau®=0.00; Chi*=0.21, df=1 (P= 064}, F=0%

0.1 10

0.01 100
Testfor overall effec.t: Z£=0.35 (p:. 0.73) Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*=0.21, df=1 (P = 0.64), F=0%
3. Psychopathology
3.1 Total
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 85% CI
3.1.1 Pre higher dose (CPZE >=430 mg/day)
Rouillon 2008 -5.4 10 49 -6.4 184 48 17.8% 0.07 [-0.33, 0.47] I
Volavka 2000 -6.1 8.2 11 -3.2 114 12 10.7% -0.28[1.10,0.54] e R
Yamanouchi 2014 -8 317 10 1 ast 62 189.2% 014 017, 0.46] I
Fhou 2018 -6.8 8 37 348 495 38 161% -1.16 [-1.65, -0.67] -
Subtotal (95% CI) 198 160 63.8% -0.29[-0.90, 0.32] —e—
Heterogeneity: Tau®= 0.31; Chi#= 20.72, df= 3 (F= 0.0001); F= 86%
Test for averall effect: Z=0.94 {P = 0.35)
3.1.2 Pre moderate dose (CPZE <430 mg/day)
Takeuchi 2013 -67 103 31 -7 BY 30 14989% -0.11 [-0.61, 0.39] EE —
Yang 2010 1.3 143 1200 1.2 1387 129 203% 0.18[0.07, 0.43] T
Subtotal (95% CI) 151 159  36.2% 0.12 [-0.11, 0.35] e
Heterageneity: Tau®= 0.00; Chi*=1.02, df=1 {(F=031); F=2%
Testfor averall effect: Z=1.02 {P = 0.31)
Total {95% CI) 349 39 100.0% -0.16 [-0.53, 0.21] *
Heterogeneity: Tau®= 0.16; Chi*=24.76, df= 4 (F = 0.0002), F= 80% t t 1 t !
Testfor overall effect Z= 0.84 (P = 0.40) 2 1 0 .1 z
) Favours dose reductionl  Favours maintenance
Testfor suboroun differences: Chi*=1.83.df=1 (P = 0.22). F= 34.6%
3.2 Positive symptoms
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.2.1 Pre higher dose (CPZE >=430 mag/day)
Cookson 1987 3.3 1.8 9 1.33 206 9 6.6% 0.95 [-0.04, 1.93]
Roauillon 2008 -0.8 2.7 49 -0% 51 48 21.0% 0.02 [-0.37,0.42] I —
Yalavka 2000 -18 448 11 -128 0 12 88% -0.12 [-0.94, 0.70] I —
Zhou 2018 -18 38 a7 -02 22 38 18.3% -0.54 [-1.01,-0.08] e —
Subtotal (95% CI) 106 107 54.8% -0.03 [-0.53, 0.47] ——enii——
Heterogeneity: Tau®= 0.16; Chf= §.22, df= 3 (P = 0.04); F= 64%
Testfor overall effect Z=0.13 (P =0.80)
3.2.2 Pre moderate dose (CPZE <430 magiday)
Takeuchi 2013 -1 2 31 14 28 30 168% 0.16 [-0.34, 0.67] e e —
Wang 2010 0.5 4.8 120 0 447 129 25.4% 0.11 [-0.14, 0.36] e
Subtotal (95% CI) 151 159  45.2% 0.12 [-0.10, 0.34] L
Heterogeneity: Tau®= 0.00; Chi®= 0.04, df=1 (P = 0.85); F=0%
Test for averall effect Z=1.04 (P =0.30)
Total (95% Cl) 257 266 100.0% 0.01 [-0.26, 0.29] *
Hetarogeneity: Tau®= 0.06; Chif= 10.01, df= 5 (P = 0.07); F = 50% 5_2 51 D 15 3

Testfor overall effect: £= 010 (P =0.92)

Testfor subgroup differences: Chi*=0.29, df=1 {P=0.59), F=0%

Favours dose reduction Favours maintenance



3.3 Negative symptoms

Dose reduction Maintenance

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.3.1 Pre higher dose (CPZE >=430 magiday)
Rouillon 2008 -2 3.6 49 19 56 48 21.9% -0.02 [-0.42, 0.38] I E—
Waolavka 2000 -1 248 11 o1 1.8 12 13.4% -0.48 [1.31, 0.36] — 1
Zhou 2018 -24 74 ar 37 BB 38 20.3% -0.86 [-1.34,-0.39] e
Subtotal {95% Cl) 97 98  55.7% -0.44 [1.02, 0.15] —ei———
Heterogeneity: Tau®=019; ChF=7.14, df=2 (P= 003}, F=72%
Testfor overall effect Z=1.47 (P=0.14)
3.3.2 Pre moderate dose (CPZE <430 mgiday)
Takeuchi 2013 -3ar 31 13 28 30 196% -0.51 [-1.02, 0.00] e —
YWang 2010 -08 38 120 1.3 419 129 24.8% 0.20 [-0.05, 0.45] T
Subtotal (95% CI) 151 159  44.3% 0.12 [-0.81, 0.57] ——e i
Heterogeneity: Tau®=0.21; Chif=5.95 df=1 (P=0.01), F=83%
Testfor overall effect: =034 (P=0.73)
Total {95% Cl) 248 257 100.0% 0.29 [-0.72,0.13] ——
Heterogeneity: Tau®= 0.18; ChF=18.77, df = 4 (F= 0.0008); F= 79% =_2 1 : 1
Testfor overall effect 7=1.35 (P=018) Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*= 047 df=1{P=048), F=0%
3.4 CGI-S
Dose reduction Maintenance 5td. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
3.4.1 Pre higher dose (CPZE >=430 mag/day)
Yamanaouchi 2014 -01 088 10 0 1.06 B2 34.0% -0.13 [-0.44, 0.19]
Subtotal (95% CI) 101 62 34.0% 0.13 [-0.44, 0.19]
Heterogeneity: Mot applicable
Testfor averall effect Z=079{P=043)
3.4.2 Pre moderate dose (CPZE <430 mgiday)
Takeuchi 2013 -0.2 0.7 Kl 0 06 30 14.3% -0.30 [0.81, 0.20] I
Wiang 2010 -0.1 14 120 -0 1.4 129 81.7% 0.08 [-0.17, 0.33] .:
Subtotal {95% Cl) 151 159  66.0% -0.05 [-0.40, 0.30]
Heterogeneity: Tau®=0.03; Chi#=1.76, df=1 (F=018); F=43%
Testfor overall effect: £= 0.26 (P = 0.80)
Total {95% Cl) 252 221 100.0% -0.05 [-0.24,0.15] *
Heterageneity: Tau®= 0.00; Chit= 2.21, df= 2 (P = 0.33); F= 9% 5_2 51 ; 15
Testfor overall effect: 2= 0.46 (P = 0.6% Favours dose reduction  Favours maintenance
Testfor subaroup differences: Chi*= 011, df=1 (P=0.74), F=0%
4. Adverse effects
4.1 SAS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.1.1 Pre higher dose (CPZE >=430 mg/day)
Rouillon 2008 -0.2 1.4 44 03 23 48 27.4% -0.26 [-0.66, 0.14] —
Wolavka 2000 -01 1.8 11 03 15 12 11.5% -0.23 [-1.06, 0.549] — ]
Zhou 2018 14 38 ar 0z 21 38 240% -0.85 [-1.01,-0.09] —
Subtotal {95% Cl) 97 98  62.9% -0.37 [-0.65, -0.08] -
Heterogeneity: Tau®= 0.00; ChF= 0.98, df= 2 (P = 0.61); F= 0%
Testfor overall effect Z=2.54 (P=0.01)
4.1.2 Pre moderate dose (CPZE <430 maiday)
YWang 2010 -0 28 120 -03 17 129 3% 0.08 [-0.15, 0.34] —
Subtotal (95% CI) 120 129 37.1% 0.09 [-0.15, 0.34] -
Heterogeneity: Mot applicable
Testfor overall effect: £=0.74 (P = 0.46)
Total (95% Cl) 217 227 100.0% 0.20 [-0.52, 0.12] i
Heterogeneity: Tau?= 0.06; Chf= 6.71, df= 3 (P = 0.08); F= 55% 5_2 1 5 1

Testfor overall effect Z=1.20(F=0.23)
Testfor subaroup differences: Chi*= 574, df=1 (P =0.02), P= 82.6%

4.2 BARS

Favours dose reduction Favours maintenance



Dose reduction Maintenance

Std. Mean Difference

Std. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
4.2.1 Pre higher dose (CPZE »=430 mg/day)

Rouillon 2008 0.02 1.2 49 -0.04 16 48 100.0% 0.04 [-0.36, 0.44]

Subtotal (95% CI) 49 48 100.0% 0.04 [-0.36, 0.44]

Heterogeneity: Mot applicable
Testfor overall effect: Z=0.21 (P = 0.84)

4.2.2 Pre moderate dose (CPZE =430 mg/day)

Subtotal (95% CI) 0 0
Heterogeneity: Mot applicable

Testfor overall effect: Mot applicahle

Not estimable

Testfor overall effect Z=0.02 (P = 0.98)

Testfor subaroup differences: Chi*= 016, df=1 (P =06, F=0%

Total {95% Cl) 49 48 100.0% 0.04 [-0.36, 0.44]
Heterogeneity: Mot applicable I_2 I1 ; 1! 2!
Testfor overall eﬁec_t:Z: .21 (P = 0'84_) Favours dose reduction Favours maintenance
Testfor subaroup differences: Not applicable
4.3 AIMS
Dose reduction Maintenance 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.3.1 Pre higher dose (CPZE >=430 mgiday)
Rouillan 2008 01 16 43 -04 17 48 100.0% 0.18 [-0.22, 0.58]
Subtotal (95% CI) 49 48 100.0% 0.18 [-0.22, 0.58]
Heterogeneity: Mat applicable
Testfor overall effect: Z=0.89 (P = 0.38)
4.3.2 Pre moderate dose (CPZE <430 mg/day)
Subtotal (95% CI) 0 0 Not estimable
Heterogeneity: Mat applicahle
Test for averall effect: Mot applicahle
Total (95% Cl) 49 48 100.0% 0.18 [-0.22, 0.58]
Heterogeneity: Mat applicakle 5_2 51 D 15 25
Testfor overall effec.t'Z: 083(P=0 38_) Favours dose reduction Favours maintenance
Testfor subaroup differences: Not applicable
4.4 DIEPSS
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.4.1 Pre higher dose (CPZE >=430 mg/day)
Yamanaouchi 2014 -0.69 248 101 -018 489 B2 &7.8% -0.14 [-0.46, 0.18]
Subtotal (95% CI) 101 62 57.8% -0.14 [-0.46, 0.18]
Heterogeneity: Mot applicable
Test for averall effect Z= 087 (P =0.38)
4.4.2 Pre moderate dose (CPZE <430 mgiday)
Takeuchi 2013 09 17 31 041 1.2 30 422%  -0.67[119,-0.15] —a—
Subtotal {95% CI) 3 30 42.2% -0.67 [1.19,-0.15] —at—
Heterogeneity: Mot applicable
Test for averall effect Z= 254 (P =0.01)
Total (95% Cl) 132 92 100.0% 0.36 [-0.87, 0.15] —~eti——
Heterogeneity: Tau®= 0.09; Chif= 2.91, df=1 (P = 0.09); F = GG6% 5_2 |1 b ,i 25
Testfor overall effect Z=1.40 P : 0.18) Favours dose reduction Favours maintenance
Testfor subaroup differences: Chi*=2.91, df=1 (P =0.09), P=65.7%
4.5 Body weight
Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.5.1 Pre higher dose (CPZE >=430 ma/day)
Roauillon 2008 0.1z 4.1 44 04 36 48 23.8% -0.07 [-0.47,0.33]
Subtotal {95% CI) 49 48  23.8% -0.07 [-0.47,0.33]
Heterogeneity: Mot applicable
Testfor averall effect Z=035{FP =072
4.5.2 Pre moderate dose (CPZE <430 mgiday)
Takeuchi 2013 -03 27 31 -06 31 30 15.0% 0.10 [-0.40, 0.60] e —
YWang 2010 32 57 120 32 78 129 B1.2% 0.00 [-0.25, 0.25] t
Subtotal (95% CI) 151 159 76.2% 0.02 [-0.20, 0.24]
Heterogeneity: Tau®=0.00; Chif=013, df=1(P=072), F=0%
Testfor overall effect: 2= 0.18 (P = 0.86)
Total {95% Cl) 200 207 100.0% -0.00 [-0.20, 0.19] *
Heterogeneity: Tau®= 0.00; Chif= 0.28, df= 2 (P = 0.87); F= 0% =_2 =1 D 1= 2=

Favours dose reduction Favours maintenance



4.6 Neurocognition

Dose reduction Maintenance Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
4.6.1 Pre higher dose (CPZE >=430 mg/day)
Zhou 2018 9.8 137 37 36 115 38 546% 0.49 [0.03, 0.95] ——
Subtotal {95% Cl) 37 38 54.6% 0.49 [0.03, 0.95] i
Heterogeneity: Mot applicable
Test for averall effect 2= 2.07 (P =0.04)
4.6.2 Pre moderate dose (CPZE <430 mo/day)
Takeuchi 2013 I a1t -01 8 30 454% 0.93[0.40, 1.46] —
Subtotal {95% Cl) 3 30 45.4% 0.93 [0.40, 1.46] —~ali—
Heterogeneity: Mot applicable
Testfor overall effect: Z= 3.43 (P = 0.0008)
Total {95% Cl) 68 68 100.0% 0.69 [0.25,1.12] i
Heterageneity: Tau®= 0.03; Chit=1.52, df=1 (P = 0.22%; F= 34% 5_2 51 : 15 25

Testfor overall effect: £= 312 (P =0.002)
Testfor subaroup differences: Chi*=1.52 df=1 (P=0.22), F= 34.4%

4.7 QOL

Dose reduction Maintenance

5td. Mean Difference

Favours maintenance Favours dose reduction

Std. Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.7.1 Pre higher dose (CPZE >=430 ma/day)

Rouillon 2008 101 16.7 49 7.8 16.2 48 311% 016 [-0.24, 0.56]
Yamanouchi 2014 00127 01865 101 -0.0002 0.1103 62 49.3% 0.08 [-0.24, 0.40]
Subtotal (95% CI) 150 110  80.4% 0.11 [-0.14, 0.36]
Heterageneity: Tau®=0.00; Chi*=0.08, df=1 (P =0.77); F= 0%

Testfor overall effect Z=0.86 (P = 0.39)

4.7.2 Pre moderate dose (CPZE <430 malday)

Takeuchi 2013 -0.oog 0478 H 0.oos 0122 30 196% -0.08 [-0.58, 0.41]
Subtotal (95% CI) kA 30 19.6% -0.09 [-0.59, 0.41]
Heterageneity: Mot applicable

Testfor overall effect Z=035(F=072)

Total (95% CI) 181 140 100.0% 0.07 [-0.15, 0.29]

Heterageneity: Tau®= 0.00; Chi*=0.58, df=2 (P =0.78); F= 0%
Testfor aoverall effect Z= 062 (P = 0.94)
Testfor suboroun diferences: Chif= 048, df= 1 (F= 048, F=0%

\
-1 1] 1 2
Favours maintenance Favours dose reduction

Abbreviations: AIMS, Abnormal Involuntary Movement Scale; BARS, Barnes Akathisia Rating Scale;

CGiI-S, Clinical Global Impressions — Severity scale; CPZE, chlorpromazine equivalent; DIEPSS,

Drug-Induced Extrapyramidal Symptoms Scale; QOL, quality of life; SAS, Simpson-Angus Scale



